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SAG AMI CHEAA RCS CENTRE * J5 61 25-360 
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Gfowth regulotor intermedial© beta-ioctom cpdi. - convertible into 
o^pKo oxyocid amkie(i) or olpKa ominoocid omideU) 


X Ar 


p- Lactam cpds. of formula (I) are new: 

(Ar = hete roaromatic gp. or substd. 
phenyl of formula p-Y-C^H*-: 
Y = F, OH or protected OH; 
K = a Iky K ar yl or heterwronrutic gp ; 
R 0) X = amino, axido. benryloxy or OH: 
provided that when X = aaido. Ar ii not p- fluoropheny i). 

USE /ADVANTAGE 


0) oo cieavage of the ^-Lactam ring can be converted into 
a-hydrcucy acid amides or oamino acid amides, e.g. trvpto- 
pnao. tyrosine or p-f luorophenyla lanine amides. p-FluorD- 
phenylaUnine amide is useful as a growth regulator for 
animals; other amino acid amides can be converted into 
physiologically active substances. 

PREPARATION 


B(7.01). 1 


Ar-C H=N-R 
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X*CH,COY 
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1st step V 

— > r 


2nd step 
> 


(r; 


(X 1 = benayloxy or arido: 
X 11 = OH or amino; 
Z ~ halogen or OH ; 

provided that when X' = atido. Ar is not p - f luor ophe ny 1). 
1st step: The reaction it conducted in a solvent, e.g. PhH. 
PhMe. THF. CH 2 Cli. in presence of a tertiary amine, e.g. 
EtjN. PrjN. BujN. pyridine. N -methyip^ipe r idinc . N-methyl- 
pyrrolidine. 1 ,6-di-aiabicyc lo £*5 .4 .0j- 7- undecene . at a 
temp, of -78 to lOO'C. 

2nd step: The reaction is achieved by hydrogenoly s x s with 

J56125360+ 


a catalyst, e.g. Pd black, Pd«C, in a solvent, e.g. Me OH, 
EtOH. CHjCU. CHC1,. PhH, PhMe, THF. MeCN. DMF. at 
from room temp, to 150*C, pref. 50-100 *C. 

EX A ViP LE 

To a soLn. of 4.00 g 2 -furylmethylideneaniline and 3.07 g 
Et s N in 50 ml PhH was dropwise added slowly a soln. of 
5.61 g benxyloxyacetyl chloride in 50 ml PhH under ice 
cooling, and the mixt . was slowly warmed up to room temp., 
stirred for J5 hrs.. then washed with water, dried on MgSO, 
ajjd evapd. in vacuo to give 7.M g yellow solid. This was 
chromatographed on a column of silica gel (Wako gel C-200) 
and e luted with n-hexane -EtOAc (9 : 1) to give cis - 1 -phenyl- 
3 -bonaylaxy-4 -(2 '-furyl)aietidin-2 -one as white crystals, 
m.pt. 100-101 *C, and the trans-isomer. as white crystals, 
m.pt. 115.5 - 117-C.(9ppW52). 


J56125360 
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AxsjtSdinooe cpds. - which ore cleovoble lo form phyiJologicotly 
adlv*di:p*p< 


Aaetldlnone cpds. of formula (I) are new: 


COOK 1 



0) 


B(7.01) N(2-F1. 2-F2) 


i o a 


Ar.CH«N-CHR'.COOR' ♦ X'CH.COY 
01) ("M 


Step A 


'XX 


Ar 


Step B 


(Ar » aromatic gp.; 
R 1 = H. alkyl or aryl: 
R 1 = alkyl or aryl; 

X = amino, acylamir.o. siido. beniyloxy or OH). 

USE/ADVANTAGE 

(I ) on c ler.vage of the atetidinone ring can be converted 
into physiologically active dipeptldes . 


PREPARATION 


(V) R x 
Ar 


COOR 1 


Step B' 


Step C 

J N ^COGR' 

° I 
R' 


Ar 


(I") R» 


COOR 1 


(X* = bensyloxy or stido: 
X" B OH or airino: 
X ■ acylamino ; 


,J56t25*6l ♦ 



